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RPN Workshop “Mini-series” on Research
Documentation and Data Collection

February:

Basics on Developing Source Data Collection tools and Case Report Forms for
Clinical Research Studies

March:
Basics on REDCap: A Tool for Data Collection (Topic, title to come)

April:
Advanced REDCap: Techniques on Creating REDCap forms (Topic, title to come)



Objectives

= Review basics on study documentation and importance of
adequate study documentation in clinical/human research;

= Define relevant terms: Source data, Source documentation, Data
Collection tools, Checklists, Case Report Forms, ALCOA-C;

= Demonstrate how to develop study documents to ensure
adherence to ALCOA-C and documentation best practices;

= Demonstrate basics on how to develop Case Report Forms (CRFs)
for your study.



DATA is the product of your study .....
Your study data supports the study hypothesis ....

You publish articles in medical journals on the basis of your data .....
Your data contributes to changing practice .....

What supports your data?



Your data..... Your documentation.....

CERTIFICATE OF
GOLD VALIDATION

This gold nugget has
undergone extensive
expert examination
and testing and it is

officially determined
that this gold nugget
is in fact REAL GOLD!




What affects Data quality?

Study design:
o What questions are asked
> How we define what data will be collected
FAIR
o Data Sources

Processes: Qo°$

o How we collect the data
o How we record the data 61-
> How we “support” the data (metadata) ‘9
N
&
w
S

> How we monitor the data
Training and qualifications of study staff

Systems to capture/store data:

o Audit trail
o Security —who can access the data

o




OHRP/
Common Rule
45 CFR 46

FDA
21 CFR 312

ICH GCP

E6(R2) Good
Clinical Practice:
Integrated
Addendum to ICH
E6(R1), March,
2018

“Informed consent shall be documented by the use of a written informed consent form approved
by the IRB and signed (including in an electronic format) by the subject or the subject’s legally
authorized representative.” (45 CFR 46.117)

“ An investigator is required to prepare and maintain adequate and accurate case histories that
record all observations and other data pertinent to the investigation on each individual
administered drug or employed as a control in the investigation.... Case histories include the case
report forms AND supporting data including, for example, signed and dated consent forms and
medical records including, for example, progress notes of the physician, the individual's
hospital chart(s), and the nurses' notes. The case history for each individual shall document that
informed consent was obtained prior to participation in the study. (21 CFR 312.62(b))

“The investigator/institution should maintain adequate and accurate source documents and
trial records that include all pertinent observations on each of the site's trial subjects. Source
data should be attributable, legible, contemporaneous, original, accurate, and complete.
Changes to source data should be traceable, should not obscure the original entry, and should be
explained if necessary (e.g., via an audit trail).” (ICH GCP 4.9.1)

“Essential documents are those documents that individually and collectively permit evaluation of
the conduct of a trial and the quality of the data produced .... serve to demonstrate compliance
of the investigator, sponsor, and monitor with the standards of GCP and all applicable
regulatory requirements.” (ICH GCP 8.1)



Documentation — Common Terms

Source Data All information in original records and certified copies of original records of
clinical findings, observations, or other activities in a clinical trial necessary
for reconstruction and evaluation of the trial. Source data is contained in
source documents.” (ICH GCP 1.51)

o Source must meet ALCOA-C standard

Source The original record that contains the source data (EMR, research data
Documents collection form, lab report, REDCap survey completed by subjects, informed
(C'gﬁgifl'gf ?;’:‘;S‘ data  consent form, study progress notes, etc.).

- Data generated by researcher should be attributable (signed and dated).



Documentation — Common Terms

Case Report

Form (CRF/eCRF)
@)

Data Collection
Forms/Tools/
Worksheets, etc.

Checklists

Protocol specific document created as a data collection/transmission tool

Can be paper or electronic (for purposes of this presentation we will be referring to
electronic case report forms)

o Provides a way to record study data in a clear logical consistent manner.

o Should only capture data that is specified in the approved protocol.

If source data is entered directly onto the CRF, then the CRF is considered a source
document. That source data should be attributable (signed/dated).
o Use of CRFs as source documents should be specified in the study protocol, per ICH GCP 6.4.9.

Tool used by/created by the site to show that the procedures of the study visit were conducted
as per protocol
o Typically more data is recorded than in a Case Report Form (explanation further on)
 For example, if recording source data, that source data should be attributable to the person
who generated the data (signature/initials and date)

Tool that can be used to document/verify that study procedures were completed (including

documentation to support they were done).

o NOT necessarily source data/documents! If parts of checklists serve as source data collection
that data must meet ALCOA-C standard (to be discussed further, but this would include
signature/initials and date)



Documentation — Common Terms

REDCap A software system (developed by Vanderbilt University) in 2004 to enable
(Research clinical researchers to create research databases in a secure, HIPAA-compliant
Electronic Data system.

Capture)

REDCap allows users great flexibility and functionality in creating and managing
web-based data collection systems. It is capable of compliance with HIPAA and
FDA Part 11 requirements.

Electronic Data Software/website for electronically capturing data via case report forms
Capture (EDC)

Clinical Trial Software/website often used by CROs to manage a clinical trial
Management *" Caninclude an EDC, but also includes additional modules and tools used to
System (CTMS) manage project management aspects of a clinical trial



Study Documentation — Purpose

= Documents the existence of subjects

= Record of clinical decisions/opinions

= Demonstrates compliance with the protocol and regulations
= Shows study was conducted appropriately

= Enables reconstruction of study (“audit trail”)

= Shows appropriate oversight of the investigator

= Substantiate the integrity of trial data collected

= Give confidence that the data is valid and reliable

“...Someone is going to deconstruct that sausage.... Where
Is it hanging together and where is it not?...” FDA Scientist



CRFs — Purpose

o Demonstrates compliance with the study protocol and
statistical analysis plan

o Facilitates complete and standardized data collection within
and across sites

o Promotes efficient processing, analysis, and reporting of study
information

o Enables exchange of data across sites to the Sponsor/trial
Pl/Data Coordinating Center, etc.

o Ensures proper conduct of the trial

o Preserves and maintains the quality and integrity of the data



Functionality of eCRFs

o Real time feedback to sites regarding data errors

o Real time monitoring of study data
o Real time feedback to sites regarding protocol procedures

o Facilitates standardization of data capture across sites




Source Data —two main categories
1) Exists (or will exist) independent of/outside of the research} Source

. document is
= Ex: Medical or school records N

2) Generated through procedures/measures/assessments that

are part of the research Source
= Vital signs and physical exam done specifically for research document is
purposes where the study
= Assessments done specifically for research purposes team or subject
o assessments of AEs records the data

(could be paper
or electronic
form)

o assessments of efficacy of intervention, etc.
o data provided by subjects via questionnaires or surveys



ALCOA-C Documentation Standards

- Capable of being read
Legible - Changes don’t obscure original entry
- Signatures should be legible

- The data, signature, and date need to be completed at the same time/as close to the event as
possible

Contemporaneous : : : : :
P - Prompt data collection with respect to time of observation = better quality
- “All data entries shall be dated on the date of entry...”.
Original - First and most accurate, reliable recording of the information (paper, electronic)

- "Data shall be recorded directly...”

- Free from error, consistent, real representation of facts, the truth
Accurate - Conforming to a standard (i.e. protocol)
- Errors have been identified and corrected with notes to explain if needed

Complete - Study documentation must be complete



Attributable?

. ABC Study ;
Visit 1 Source Data Collection Form/CRF




Attributable?

Prove-It Labowrztory, Inc.

15 Drawlhd mad Road
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$00-599-1234
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Legible?




Contemporaneous?

Investigatar: -

Ima Good, MD

Bostan Medical Center
Boston, MA 02118

Prove-It Laboratory, Inc.
15 Drawhbl o Road
Boston, M 02118
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Original?

. ABC Study ;
Visit 1 Source Data Collection Form/CRF




Accurate?

»Study coordinator didn’t have access to a Snellen chart, so estimated
the subject vision without testing required by the protocol.

=Subject temperature taken after subject had a cup of coffee and
temperature of 99.9 F was recorded.

"The Pl made assumptions about pregnancy status for teen subjects
without doing the testing specified in the protocol.




Complete?

Date: 692//0/2012 (mm/dd/yyyy)
Subject ID: 02/ -/

SMOKING HISTORY

] Non smoker

[ Smoker, date started / Duration: __ __ years
(mmm/yyyy)

B Ex-smoker, Date stopped: MA K [/ 20 Lﬁ Duration: __ __ YeaD
(mmm/yyyy) —~——

Sign: W Date: 9\//9/5':'L




Metad ata/Su PPO rtl Nng data (ie. your documentation)
= Data about the data....

= FDA term: “Supporting data....” (21 cFr 312.62)
= Gives meaning to the data ... TELLS THE STORY of

your data
= Who, what, when, where, why? B gl S METADATA
= Audit trail “' Documentation in
> Shows details for: creation, modification, deletion of .. ¥  your study files
records 4 pthat supports

data in CRF

= Assures us we have quality data and we can rely on
the data to answer the study questions!



Data point entered into eCRF (along
with date collected and subject ID)

142/83

Extra info recorded on Data collection form:
ﬁcme Swctt, 277 (would be signature or initials)
Zlié¢lzozz

If it was a trial on hypertension, there may be some

other “supporting data” that would be needed:
 Sitting, lying, standing
* Time BP taken and # times

* Machine vs. not
» Validating appropriate cuff size used




Study Documentation:
An Inspection Example

FDA Warning letter: You failed to prepare and maintain adequate and accurate case
histories... (Edward Mostei, 5/16/08)

The protocol excluded patients with a calculated serum creatinine clearance
<30mL/min, as determined by the Cockcroft Gault formula.... Of 50 subjects whose
records were audited, source records failed to document the calculated serum
creatinine clearance value for all 50 subjects... exclusion of subjects with creatinine
clearance <30mL/min is crucial to ensure the safety of subjects with renal
impairment. Your response letter... states that this value was calculated, but not
documented.

Your explanation is unacceptable. Without documentation, there is no way to verify
that subjects were eligible for enrollment into the study, as determined by calculated
serum creatinine clearance...”



Data collection Data point | Metadata (Supporting data) examples

= When did the event happen?
= When was the study team aware?

Adverse event in COVID Moderate LFT = Who from the study team assessed the event
inpatient clinical trial elevations (seriousness, severity/grade, expectedness,
(AST & ALT) relatedness)

o Related regulatory documentation should show: were they
trained, delegated, qualified, IRB-approved?

= When was it assessed?
= Details on reporting (if applicable)




What is the Source Document in each column?

12

Source Data: Source Data:

Elig. screening Vital signs taken at
A guestion responses  research visit

<

Source Data: Adverse
Events from EMR
(elec. medical record)

Source Data: Mini-
Mental Exam from
EMR

Source Data:
Weekly participant
guestionnaire responses

g L

Recorded on a Recorded on a Recorded on hardcopy Recorded on
hardcopy data hardcopy data data collection form hardcopy data
B collection form collection form

collection form

Entered on a Study MD documents
C hardcopy CRF assessments on

hardcopy data
collection form

N N S N N

~ eCRF/Study

eCRF/Study database eCRF/Study database @ eCRF/Study database JEntered in REDCap by
database RA (eCRF/Study database)




ABC Study
Visit 1 Checklist

Ch EC kI iSt Participant#:___ Date of Visit:

Procedure/Assessment Completed

* A tool to help ensure that all
procedures/assessments for a study visit
have been completed.

e Careful....Is your checklist a source
document?

Inclusion/Exclusion Assessment

Blood Labs collected and sent to lab

Participant Randomized

* Hint: Participant Provided Study Drug and Diary

* |s it first entry of any study data?
* Are you USing itas a ”Sign-Of o by the Participant Reimbursement Payment/Clin Card

Pl/investigator that the subject meets
criteria? Study Visit Data Updated eCRF




Example: Checklist that is also Source documentation

Research Subject Eligibility Assessment Checklist

—

supiecry 001~ O/

NCLUSTON CRITERIA|

Must be “Yes” = =

Age >/= 18 and <65

Documentation of HIV diagnosis in the medical record by a
licensed health care provider

HIV-1 RNA assay demonstrating >1000 RNA copies/mL (within 3
months of enroliment)

EXCLUSION CRITERIA

Must be “No’

Active infection with hepatitis B or hepatitis C by serology (within
3 months of enroliment)

BMI less than 18 mg/m2 or greater than 35 mg/m2 (within 3
months of enroliment)

Known allergies to any of the study drug’s components

Life expectancy of less than 2 years

il

& E

What source data/documentation is needed
to validate each eligibility criterion?

Inclusion:
Source - Age >/=18 ar.1d <65 | o |
documents: - Documentation of HIV diagnosis in the medical
medical record by a licensed health care provider;

Ireg‘ord/studv - HIV-1 RNA assay demonstrating >1000 RNA
abs

This subject is: /Eligible for participation

Ineligible for participation

copies/mL
Source Exclusion:
documents: - Active infection with hepatitis B or hepatitis C by
medical serology
:raeg;’rd/swdy - BMI less than 18 mg/m2 or greater than 35
mg/m?2
What is - Known allergies to any of the study drug's
needed components
here? ife expectancy of less than 2 year




RESEARCH SUBJECT ELIGIBILITY ASSESSMEMT FORM EXCLUSION CRITERIA ves No Location of supporting Notes
Exa m ple Of _ : : _ Ffust be "no” source documentation
CARD Template Version 1.0, /25,2017
1, o o
° ° oo GEMERAL INSTRUCTIOMS — delete this box from the completed form - -
E I Igl b I I Ity MOTE: This form is designed to be a starting point on eligibility assessment. Update it as necessary for *
your specific stuwdy. 3, o o
[ ]
C h e C kI I St &ll participants enrolled in the study must meet all indusion criteria and not mest any of the exdusion 4. o |
criteriz. aAll changes to indusion,'exclusion oriteria must be approved by the IRB prior to implementation.
remember to modify this template amy time the inclusion/exdusion criteria is changed. 3 o o

O
t h at n Ote S Participant records should include source documentation (lab results, medical records, questionnaires,

data collection tools, etc.) to support that the participant meets eligibility criteria. This subject is:

[ ]
I o cat I O n Of &l staff responsible for reviewing and/or determining subject eligibility should b= listed on the IRE [ Eligible for participation [ neligible for participation
application, appropriately trained by stedy P, and listed on the study delegation log.
[signed by study tearm member who is (1) qualified to assess eligibility and (2) delegated this study task

SO u rce Red text represents instructions to you — to be deleted from the final version. by the Fi]
study Mame: Signatura: Diate:
d ata IRE Protocol & Printed Mame:

Protocol Version # andfor Date:

Principal Investigator:

[ ]
LI n k to fo r m [Complete this table with all inclusion/exclusion criteriz listed in the IRE-approved protocol. Modify the

| number of rows as needed depending on the number of indusion/exclusion critaria in your protocal.]

SUBIECT #
INCLUSION CRITERIA ves | mg | Lecationof supporting Notes
Murst be “yes™ source documentation
1 o o
2 o o
3 o o
4 o o
5 o o



https://www.bumc.bu.edu/crro/tools/e-consent-tools-and-guidance/

The Basics of CRF Design

= Standard structure = No duplication

= Ease of data entry = Answer options must be exhaustive and

mutually exclusive
= Accommodate the person collecting the data i

o Consider the workload! = Use skip pattern controls
= All data points should be related * Use standards, if available
= Only data points to be collected at a = Version control

particular time point should be on one form Camshelar i e ERE ey (b see 56 8 Seures
= Ask simple questions document

= Evident units



SECTION I: DEMOGRAPHICS

1. Gender: O Male [ Female
2. Date of birth - -

(mm-dd-yyyy)
PO O r C R F D e S i n 3. Is the patient Hispanic, Latino, or Latina? 53 Sechy i
! E O 1 Cuban
B 0 2 Mexican
ClYex > O 3 Puerto Rican
O 4 Other:

= Questions ju mp aroun d the page 4. With what race does the patient identify? (check all that apply)

. O White or Caucasian O American Indian or Alaska Native

= Boxes used for all answer o ptions, 0O Black or African-American O Native Hawaiian or other Pacific Islander

whether select one or check all that O Asian it

| 5. Years of education completed: 0O N/A O Unknown

d pp y 6. Number of siblings (full or half brothers/sisters):
= Questions are not uniquely numbered T —
= Questions can be interpreted 1. Initial hospital admission - __-____

. {mm-dd-yy)

differently 1a. Hospital transfer O Yes N T
= Missing units O No et
™ NO Version Control 2. Date and time enrolled I a_;-m:tm;_

3. Date of onset of jaundice —" e ~____ O N/A, patient not jaundiced
(mm-dd-yy)

4. Symptoms that prompted patient or parent to seek medical attention
Yes No Unk Yes No Unk
Nausea/vomit O O O Lethargy O O 0
Abdominal pain 0 O O Malaise O O a




STUDY NAME

G 9]0 d ( R F SubjectEnroliment | [Versoni(@sNov2z) || Pageiof

Qo1 Site
D " Subject ID
1 Qo2
e S | g n Assigned by system
O Mae
) ) | Qo3 Brtnsex | O Female
= Questions are listed clearly O otrer
= Radio buttons used for O Hispanic or Latino
selecting one answer option oo sty 8 Not Hispanic or Latino
i Unknown

and check boxes for check all P _
American Indian or Alaska Native
that apply [J Asian

. . i Race [ Black or African American
= Questions are uni que Iy Qo Checkalithatapoly. | [ Native Hawaiian or Other Pacific Islander
numbered O i

= Minimize questions being
interpreted differently by
moc?llfyl.ng answer options and 1O St oo e
d d d In g N St ru Ct I0NS Qo7 Graduate professional degree = Masters or Doctorate O Ppartial college or specialized training
! Partial college = at least one year

= Units indicated (date) 2 o slsereer %0
. Less than high school
= \/ersion control [ General comments

1 Q06 Date of informed consent - - dd-mmm-yyyy

O Graduate professional degree




Standard Structure

Brief description of event.

Study Name Subject:
Form 104: Adverse Event EVersion 1 (08Nov2021) Page 1 of 2
This CRF is optional and shouid only be d if the subject exp arep Ad Event.
Qo1 Adverse Event Name

General comments

| Exclusion Criteria

Q05

History of intracranial hemorrhage

Ono O ves

Qo6

Pregnant

O No O Yes

Considered by the investigator to have a condition that precludes follow-up or safe

participation in the trial

LLT AE MedDRA Term
Grade refers to the severity of the AE. The Common Terminology Criteria for Adverse Events (CTCAE) displays Grades 1 through 5 with unique clinical descriptions of
STUDY NAME severity for each AE based on this general guideline:
® Grade 1 - Mild; ic or mild sy ; clinical or observations only; intervention not indicated.
"Subje ct Enroliment {Version 1 (05-NOV-2021) Page 10f 1 ® Grade 2 - Moderate; minimal, local or noninvasive intervention d; limiting age-approp instr | Activities of Daily Living.
- ; ® Grade 3 - Severe or medically t but not i diately life-th ing; h or prolongation of hospii indi d; disabling; limiting self
Qo1 Site care Activities of Daily Living.
® Grade 4 - Life-threatening consequences; urgent intervention indicated.
Q02 Subject ID ® Grade 5 - Death related to AE.
Assigned by system | O Grade 1

O Male

Qo3 Bithsex | O Female STUDY NAME Subject:
S S E— —
O Other .
Form 101: Eligibility i iVersion 1 (10-Jun-2020) Page 1 0f2

O Hispanic or Latino
Qo4 Ethnicity ; P i

O Not Hispanic or Latino Qo1 Protocol version Ov

O Unknown €s

[0 American Indian or Alaska | Inciusion Criteria

O asian
Qo5 Race O Black or African American Qo2 Age 18 years or older o No o Yes

Check ail that apply [J Native Hawaiian or Other f | oility

O wite :

O urknown Qo3 Diagnosis of ischemic stroke O no O ves
Qo6 Date of informed consent S| SRNITL S L —

Qo4 Able to be randomized within 30 days of stroke onset O No O Yes




Ask Simple Questions

QO01: Baseline blood glucose < 50mg/dL or > 400mg/dL? Yes / No
QO01: Baseline blood glucose is (mg/dl)

Q02: How long since your last dentist visit? (days)

QO02: Date of your lastdentistvisit: _~ / /_ (mm/dd/yyyy)

QO03: Did the patient have chickenpox or measles in the past 12 months and
ear infection in the past 6 month? Yes / No

QO03: Did the patient had chickenpox in the past 12 months?  Yes/No
QO04: Did the patient had measles in the past 12 months? Yes/No
QO05: Did the patient had ear infection in the past 6 months?  Yes/No




Answer Options

Check all that Apply

Race

Check all that apply.

E’ American Indian or Alaska Native

O] Asian

D Black or African American

El Native Hawaiian or Other Pacific Islander

L] white

E’ Unknown

VS Select One

Primary reason for study termination

O study completed
O peatn

O Lost to follow-up
O consent withdrawn
O other




Answer Options must be Mutually Exclusive...

Bad Example Good Example
g B O Brown
il Light Brown Eye color O Blue
O Blue O
O Green Green




...And Exhaustive

Bad Example Good Example
O Right
o | O Rignt | O
O Left O Both

O Neither




Consider all possible responses!

¢‘/' Stk jact - F123 Hospital Discharge

Accept Create New DM DCR Lock CRF Edit CRF Hide Instructions

F123 Hospital Discharge Status:

Hospital Discharge or Premature |
Subject: Il Visit: Termination Submit: NG

Rule
CRF ID: 700
|

Accept:

Item Description Data Value

Date of discharge 2016  (dd-mmm-yyyy)
Time of discharge 14:30 (24hr clock) Complete Time

Home
Acute care facility

Wenle ZHAO Sign Out &

View Audit trail

DCR: Closed

Verify:

Q02 Discharge destination R ilod iU (il Other Covers a" that

Acute rehab unit

are not expected.

Number of years of education completed -
S5 (age 5 and beyond) 20 vens g
Study treatment administered
Q04 Endovascular therapy is defined as having undergone a femoral Endqvalscular Tiercpy pllus medicalmanagerrent
artery puncture with the intention to perform an embolectomy ~* Medical management alone

procedure within 24 hours of stroke onset.

Carotid endarterectomy
Qo5 Procedures performed prior to discharge Carotid stent procedure
(Check all that apply) Intracranial stent procedure

“ None of the above
Qc

Last updated b on -2016 4:42PM

General Comments:




Use of Standard Coding

Clinical Data Interchange

Standards Consortium

(CDISC)

NINDS Common Data
Elements (CDE)

Federal Interagency
Traumatic Bram Injury

Research (FITBIR)

NCI Enterprise Vocabulary
Services (EVS)

Health Level Seven
International (HL7)




Validated Assessments

= Use validated assessments with version and source information to ensure data validity and
intellectual property protection

= Examples: = Hamilton Rating Scale for Depression (HRS-D)
= NIH Stroke Scale (NIHSS)
= The Short Form (36) Health Survey (SF-36)
= Modified Rankin Scale (mRS)
= Clinical Global Impression (CGl)
» Glasgow Outcome Scale (GOS)
= Montgomery-Asberg Depression Rating Scale (MADRS)
= Quality of Life in Neurological Disorders (Neuro-QOL)
» Pediatric Stroke Outcome Measure Short Neuro Exam (PSOM-SNE)
= King's Outcome Scale for Childhood Head Injury (KOSCHI)




When to start drafting CRFs?

= The BEST time to start drafting CRFs is when there is a final
draft or initial version of the protocol, but plenty of time of
before study enrollment starts!

= The following also needs to be considered:

o Changes will likely be made to the protocol when drafting your
CRFs

* So either wait to submit your final protocol to the IRB or know you
will have a protocol amendment prior to starting enrollment

o When do you anticipate starting enrollment?
* Estimate how long it will take to develop and program CRFs
o What other processes need to be discussed and finalized?

* Examples: Study drug, Central lab, Safety monitoring and | R Y ' 7
reporting, etc.




Where to Start?

Step 1: Read the protocol and make notes on Step 3: Use your draft CRF Collection Schedule
anything relevant to your electronic data to identify what CRFs are needed.
Capture system. = Sketch out and start drafting CRFs.

= Compare study overview, study procedures, and
table of assessments/events if available.

Step 4: If you have standard or common form

I
= |dentify trial’s primary, secondary, and tertiary templates, use them!

outcomes and determine what data will need to = Enrollment demographics, Medical History,
be collected for these Adverse event, Con Med Log, End of Study
= Note any discrepancies and follow up with the = Validated assessments

clinical team e
Step 5: Draft study-specific forms

Step 2: Draft a CRF collection schedule = You will need the guidance of the clinical study

= Define your study visits and what forms will team for these!
need to be collected at each visit



Schedule of Events = CRF Collection Schedule

CRF Collection Schedule
30 Days Post| End of
Table 1: Schedule of Events Form # Form Name Baseline | Treatment b
Treatment Study
i 101 Subject Enroll t X
Baseline Treatment | 30 days post ez ol
Informed Consent X 103 Randomization X
History & Physical X 104 Adverse Event OR OR OR
Quality of Life Scale X X 105 Labs X X
Physical Exam X X X 106  |Medical History X
CT Scah X X 107 Quality of Life Scale X X
CBC with platelets X X ;
: 108 Imaging X X
Vital signs X X X 109  |Vital Signs X X X
Study Treatment X : —
Assess for adverse events X X 110 Study Drug Administration X
111 End of Study X
X =Required; O = Optional; R = Repeatable




Important Reminders when Developing
CRFs!

= Make sure you collect the data needed to answer the study
guestion

= Only collect the data you are IRB-approved to collect

= Less is more! The more data you collect, the more data the sites
have to enter and you have to monitor and clean.

= Simplify questions and answers and instead add instructions when
necessary



Planning for Missing Data

= Allow sites to indicate on CRF if data is missing
o Enter a specific code if info is missing (e.g. 9999)

o Pop-up to alert site
o Have site enter reason if missing

= |f possible, have system flag any fields that were accidentally missed

= Use skip patterns
o If Q01 is yes, then Q02 must be answered

= |f system allows, add database rules to check for missing data, data out of range, or incorrect
date/time sequences.

o This can cut down on data entry errors!
o Rules can be programmed within one CRF or across CRFs



here are so many ways to walk the dog ©

= Keep in mind as you develop your data collection...
= Where is your source data going to exist?
= Paper? Electronic? Both?
= Either way, make sure the source data/documentation adheres to ALCOA-C

Who, When, etc.

This should be determined before building/creating data collection tools (including CRFs)




Creating Source Data Collection Forms

= Paper or electronic or combo
o |f electronic, use a system like REDCap that maintains an audit trial
(don’t use an Excel spreadsheet to capture source!)
= Keep in mind purpose of the source: verify that the data

collected is valid.... Follow ALCOA-C
= Review protocol and develop forms around the data

collection needs for each visit...mapping protocol to data
collection.




Creating Source Data Collection Forms

*" |nclude items for:

Date (time if necessary) Place to record who collected/generated
the data and when

Subject ID Maybe include source of the data (if
from medical record)

Visit # or visit name Version number/date of form

Space to record values for procedures/ Format of values
assessments




A few additional considerations on developing
source data collection forms

= Progress notes are helpful! They help to “tell the story,” especially for more
complicated studies. Use of progress notes can also decrease the need for endless
Notes to File (NTFs).

= Informed consent: Your source documentation of informed consent can be as
simple as the signed and dated consent form (which is a source document).

However, additional documentation may be necessary, depending on the consent
scenario.

o For example: Some HRPPs require involvement of a Licensed Independent Provider (LIP)
for greater than minimal risk drug and device clinical trials. If the LIP does not sign the
consent, but is involved in the consent process this should be described somewhere
(and that will also be a source document). You can implement a consent progress note
for this (or a general progress note).



A few additional considerations on developing
source data collection forms

= Make sure that you carefully review the protocol for specific data collection
requirements.

o For example: study required that an assessment score be “Obtained in person at by a
certified investigator at baseline.” However in practice the team simply used the
assessment score that was done per standard care.

= Remember that printouts of the sponsor-supplied CRFs are not necessarily the
forms you should use as your source documentation. They are often not designed

to meet ALCOA-C (because they are not intended to be source documents). What
are the “metadata” that is needed in addition?



RESEARCH SUBJECT ELIGIBILITY ASSESSMENT FORM

Tools/Templates to Assist you in Documentation e

GEMNERAL INSTRUCTIONS — delete this box from the completed form
MOTE: This form is designed to be a starting point on eligibility Update it as y for
your specific study.
Study Hame: Study B - . PR .
Study rticipants enrolled in the study must meet all inclusion criteria and not mest any of the exdusion
IRE # Al participa: lled in the study Il incl d y of the exch
Staff Training Log for Groups - criteria. All changes to indusion/exclusion criteria must be spproved by the IRB prior to implementation.
group! g topic. T record of essler) i N Remember to modify this template any time the inclusion/exdusion criteriz is changed.
Member Traing Log.” Documentation of Informed Consent
EC) Tamale] of Tralnar[e] Trig [aach agenda and Tralner Sgnatme GEE) Participant records should include source documentation (lab results, medical records, questionnaires,
Tralning training materials a8 applicabis) {if applicable) data collection tools, etc.] to support that the participant meets eligibility criteria.
IRE #
] All staff responsible for reviewing and/or determining subject eligibility should be listed on the IRE
23::?: :;T:: Study Pr; e lication, appropriately trained by study PI, and listed on the study delegation log.
tudy :
. Version of consent used: Red text represents instructions to you — to be deleted from the final version.
Documentation of Informed Consent - -
T2 F= 7 e oee TCons=nt obtained by-
Tignature Frinted Name Date of consent: Study Name:
Wersion of consent used:
Consent cbtained by- Check all that apply (provide necessary detsils in the notes space below): IRB Protocol #:
Date of consent: [[] The study was explained and the consent form was reviewed with the
Protocol Version # and/or Date:
Check all that 3 wide necassary details in the notes space below):
PRIy (pra w P ) D Al of the participant’s questions were answerad and all the consent elements, such as Principal | N
[ The study was explained and the consent form was reviewed with the participant. 05, procadures. and risks ware reviewad pal Investigator:
[C] Al of the participant’s questions were answered and all the consent slements, such ) . X . o §
as purposs, procedures, and risks were reviewed. I:| The participant was given sufficient time to consider paricipation. [Complete this table with all indusion/exclusion criteriz listed in the IRB-approved protocol. Modify the
. X B R L Study name: number of rows as needed depending on the number of inclusion/exclusion criteria in your protocol.]
[ The participant was given time to consider par - Study ID#: [] e partipant agread to partieipate inthe study and personaly signas and dated the of
[0 The participant agre=d to participate in the study and personzlly signed and dated Staff Member Training Lo form. EEEET
the consent form. This hgdmumemﬁirzmlmnhrdwguals members. To record specific training for an entire group {if eas| D The consent form was signed and dated by the researcher.
- INCLUSION CRITERIA Location of supporti
[ Verbal consent/assent was obtained [as approved by the IRE). Stuay Staff Member Name [ e parbspant wes gven  copy of the sgned iformed consert form, = Yes | Mo | o “L: ng Motes
Date Description of Training Must be “yes documentation
£ obtained consent from Legally Pr ive (as app by Training
the IRB) [ e sensent precess was completed prio 40 the stsit of research procedures. L o o
O] The consent form was signed and dated by the researcher. 2 o o
[ The consent process was witnessed by an impartial witness (if applicable). If Applicable:
[]7he censent process was witnessed by an impartal witness. 3 a] a]
] The participant was given a copy of the signed infarmed consent form. 1
O] The consent process was completed prior to the start of research procedurss. u [ werbal consentlassent was obtained (as
he University H
. ) [ Parscipant agreed to sudio or videotaping o Medical Hist
Motes about the consent process (i.e. who was involved in consent process, what questions LARNER COLLEGE BF MEDIEINE |
did the participant have, translatar number, whether = teach-back pracess was used, etc )
IRE #: Subiect ID: Subject Initials:
Notes about the consent process {ie. who was involved in
Deviation Lo participant have, translator number, whether a teach-back p Record all past and/or Goncomtant medical candibons or surgen=s. Record only one condiion of sUrgery per line. When recording @ condibon and
surgery related to that condition use one line for the condition and one line for the surgery.
completed, etg )
Wiadical Conditions Grade Start Date
RE Number: Principal Investigator-
Study Title:
o
The purposs af thie form I to serva as the ‘Devlation Log® and aseurs that profo e belng reported appropriataly.
Signsture or initials of person completing this form: _| TS
- S Date of Date - -, RNIReporting | IRE Reporting
Date form completed:- = :;.'.:Iai::nhg]f e || e Description of Deviation Req. Date Jgnee si N
(ves/no)
Docsmentation af Infarmea Con:
CARD Tempiste Version 1.0 52717 T T T
Study Key Farzonnel Signature: Completion Date:
“Pigase refer to AP0 Policien and Procadures Manual Seclian 15. Reperiabis Hew Information (R for guidanca.
Page 1 of 1
Principal Investigator: s
{Sign =t study closure)  Printed Name Signature Date

Wersion D818/2018 Page 1 of 1



Our Institutional Resources for Study
Documentation

UF:

= SOPs, Guidance Documents, and Policies (firewall): https://cancer.ufl.edu/research/clinical-trials-office-
2/research-policies-and-helpful-documents/cro-sops-guidance-documents-and-policies/

= Clinical Research Toolkit: https://www.ctsi.ufl.edu/research/research-support/irb-consults/clinical-research-

toolkit/
BUMC/BMC:

= Study documentation tools from CRRO: https://www.bumc.bu.edu/crro/tools/
UVM:

= https://commons.med.uvm.edu/dean/comclintril/SitePages/Regulatory%20Documents%20and%20Resources
.aspXx
MUSC:

= MUSC personnel may submit a SPARCRequest for a Regulatory Consult with the SUCCESS Center for
assistance with study documentation.



https://cancer.ufl.edu/research/clinical-trials-office-2/research-policies-and-helpful-documents/cro-sops-guidance-documents-and-policies/
https://www.ctsi.ufl.edu/research/research-support/irb-consults/clinical-research-toolkit/
https://www.bumc.bu.edu/crro/tools/
https://commons.med.uvm.edu/dean/comclntril/SitePages/Regulatory%20Documents%20and%20Resources.aspx
https://sparc.musc.edu/

See Slides and videos from recent RPN
Workshop and Clinical Research Seminar

= RPN Workshop:

Electronic Data Capture Systems and Data Management Best Practices
Annie Penfield-Cyr, MS, UVM, and Jen Holmes, CCRP, UVM
Jan 25, 2021

Link: https://www.bumc.bu.edu/crro/research-professional-network/resources-programs/past-rpn-
workshops/

= Clinical Research Seminar:
Case Report Form Design

Kimberly Ann Dukes, PhD, BU SPH
Nov 17, 2021

Link: https://www.bumc.bu.edu/crro/training-education/past-seminars/



https://www.bumc.bu.edu/crro/research-professional-network/resources-programs/past-rpn-workshops/
https://www.bumc.bu.edu/crro/training-education/past-seminars/

More resources...

NINDS CRF library: CRF Library | NINDS Common Data Elements (nih.gov)

NINDS CDE library: https://www.commondataelements.ninds.nih.gov/crf-library

NCCIH Clinical Research Toolbox: https://www.nccih.nih.gov/grants/toolbox

NIMH Clinical Research Toolbox: https://www.nimh.nih.gov/funding/clinical-research/clinical-
research-toolbox/nimh-clinical-research-toolbox

University of Rochester Study Documentation Toolbox:
https://www.rochester.edu/ohsp/quality/studyDocumentationToolBox.html

UC Davis Study Tools: https://health.ucdavis.edu/clinicaltrials/StudyTools/StudyTools.html

University of Wisconsin at Madison CRF Templates: Case Report Form Templates — ICTR — UW-—
Madison (wisc.edu)

UPitt GCP Toolbox: https://www.ecshsr.pitt.edu/monitoring-compliance/good-clinical-practice-gcp-
toolbox



https://www.commondataelements.ninds.nih.gov/crf-library
https://www.commondataelements.ninds.nih.gov/crf-library
https://www.nccih.nih.gov/grants/toolbox
https://www.nimh.nih.gov/funding/clinical-research/clinical-research-toolbox/nimh-clinical-research-toolbox
https://www.rochester.edu/ohsp/quality/studyDocumentationToolBox.html
https://health.ucdavis.edu/clinicaltrials/StudyTools/StudyTools.html
https://ictr.wisc.edu/clinical-research-toolkit-2/case-report-form-templates/
https://www.ecshsr.pitt.edu/monitoring-compliance/good-clinical-practice-gcp-toolbox

Breakout Room Activity

o ]\cNe IwiI use the breakout rooms to discuss our case. Each room will have a
acilitator.

= Begin with discussing 2 of the lettered sections on the case (these will be
assigned)

= Discuss the case.....
o Think about the sources of the data (some from the EMR, some generated by study staff, etc.).

o Consider your data management strategy: CRFs, data collection forms, what source is directly
entered into the CRF vs. on a data collection form, etc.

o Consider what data collection tools you need to develop to record the data.
o Consider also how you will design your Case Report Forms (CFRs) and data collection tools

= We will have 25 minutes for the discussion.
= We will come back to the full group to discuss insights and learnings.



